WO 03/015820 Al I Rill IIDII1I D IIIDI Hill Rfl ID 01 IHIIDIII III1IIIDI Dill IID 1IIIUI1I] Dll HI) 



(57) m$3: 
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ft W I* » GnRH7^ = ^htHi:, S E R M HI , SARM 

mm mm. &mmmm. -v-j v t> ^ ^ • * * * ^ ^mmmx.rf^^ k 

•fey vg^^ry^d'^^ ha»fe»ffix53K«i!Srta^'g-fc*"risRffli- 

5:t^#tit5'b©tfc9, ^i^i^^lJtia!), GnRH 

r=f = ^ h^jis^s-a^ffiro^w-f&jSEaajftoifti. @j ^ <*> & n & 

0>flE*LfcS&ift«:»*c:i:2&s-C#, J Q O L t 5 : t ^ ft 5 
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5 nmfrm 

*^BJ«, GnRHJ J-X ht#£OifeiSI^t)tTa§ii» 
E\zMtZ>. 

10 LHRH (fcKliGnRH) h VX^tX^nWl^^^ynm^V^y 
-fb^Wtt, fl&SdR** fcteitraWE** ^SrrtKfiL ^St&ffi. £ 

20 fg93©Hi§^ 

£fcQOL (qualityof life, &«©K) £lSl±3-fr5 £ t^TfSg^.ktf 
±E©aijB*#ftr«fcJ&lc««ttW*»*i«:«f*. GnRH 
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[1] Gn RH7:f-X htSERM (selective estrogen receptor modulator) 
■i^-m> WSmXSm* W^mmW, *1&m. m&®> PMS (premenstrual 

syndrome) , Humm&^t^ts ^ • u >mmmn<D=?m • &m%mM ; 

TSE-424, SERM- 3 3 3 9SfcSSPC-84 9 0Tfc5il2 CD 

io tmomm; 

C4) PfifLft*fc»LT, G n RH7 J-X hOtMt S E RMi©tiii: 

Kim 7JV7/WT-i, i&mmm* ^mm, mw&. p 

is MS, ^SH^ * )l> A • y >#ttW»#©^6fr • i&*2rfc ; 

C5) HWU»*fc?*bT, G n RH7i-X h ©f Hi S E RMlOtiii 

C6) ffi$[MW\~ttlsX. G n RH7^-^ h©f Mi S E RMi©f ^lli 
20 Jb:£& ; 

C7J n|t3UM&te*rl'"C» G n RH7i-X hCDtiti S E RMi©tiIi 

C8] GnRH7i-XhiSARM (selective androgen receptor modulator) 

C9] SARMl^LGD2 2 2 6T*5flB C8] Gffc0B£X ; 

C10] PS*L»«bfc*H>T, G n RH7^-X h0t${Jii S ARMiCf 
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5 c i 2] ife*;^ y^mmmi)^) 7— eia*3rc&*«rtB c i id fB*©esai ; 

Cl 3] MAB (Maximum androgen blockade)«8oWT?*SftnE Cl ID fB«<E>g 
(143 «?L»*fc»LT, GnRHJ^-XhOfMt'JT-lfESiOW 

C 1 53 ttfUft* Kittle Gn RH7^-7 h©f iii: U 7-€B*iOf 
^it!£i^itTg4t5: t$#f i: t§MAB. (Maximum androgen 
blockade)S^f£ ; 

15 Cl 63 m$LWimzttl,X. GnRHT^XhOt^It'J?- -tfE^c?* 
Cl 7] GnRH7i-X h t^i^Oy^ — ifEtit^I^t 

20 < «?L0©fe^©^i» • femmmm 

SI-7 7 4, SU-6 6 6 8, SU-101, GW-2 0 16^fctt 
C I - 1 0 3 3 -efe^WfB C 1 7 3 tZM<Dm.M ; 

Cl 9] m^WimzMVX, Gn RH7^-X hrot^iit^i? n-»+ 
C2 0] ik^^ftHER 2S(Dji^la&i;T, GnRHT^hCtii 
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C2 2] #^M@5^Tl/>Ha>m> ifFn>l, •f/t>FD>K< -f> 
*HP>Bft, UtHD>i, ^dFu>$^ h*D>S« ^-;W1Ha>m, v / 
l^HP>i?, ?;i/PO>BI. ^UHO>i, EB-1053, YH529, -f :/U 7 5^>£ 

C2 3] M^II^UT, GnRH7 J-^ hOf ^ittWIpi©^ 

c 2 4)Gn RH7^7,htf^mmmt^u^t>^x^m^Lfm.%m. 

C2 5] m^mmzMVX. GnRH7^-7 h0t^iiM^©t^i 

(2 6) jfa4 J ©^fcHER2«©a^afcOT> GnRH7^-Ab©tiI 
i^&SE*iSI*©«'«&*i:*a^te*TJS#'rstWHB (2 5) fifE0>7Kr»tt* 

(2 7) Ht?L»*te»UT, GnRH7^ h©f 

IfiSfcfittltiRiM&fTS ££&4^£T*ffii£JR«; $U£&lt\tt'gffi&<D%i 

C2 8) GnRHT^T-X h£lM h*K> • ^r^-f 
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C2 9) W?LIM&fc**bT, GnRH7d=7 MO^SitlJ-'f KM> • ^ 

5 C3 0) lfii4 1 ©Pl^HER2»Oii^lCJ^CT> GnRHT^hOf^i 

C3 1] G n RH7^-7 h <i:X> Kill) >§t#7>^^bt$^t) 
io ; 

C3 2] X>Ft'J >Si«#7>^^ b^7h9t>^>, YM-5 9 8, 
TA-0 2 0 LBosentan,SB-2 1 7 2 4 2 ( SB-209 67 0', 
TBC-1125L BQ-123, ABT-6 2 7 & fc\t& 
Cyc lo C-D-Asp-Asp (Rl) -Asp-D-Thg(2) -Leu-D-Trp-) 

h u a«-c» s wta c 3 1 ] m&<Dmm 

C3 3] W^Ifriat'MbT, GnRH7^h0*Mi:X>Ht'J>^ 

C3 4) GnRH7^XXhA^ 5£ 
5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 
CiC^U YteDLeu, DAI a, DTrp v DSer(tBu), D2Nal DHis(ImBzl)^ Sjltf 

ns^*^, z « nh-c2H5 *fe«Giy-M2 ^-en-^n^-r] -rr^to^ns^^ 

25 F3;fc«*©8n?i&*WiB CI] , [11], CI 73, C2 1] , [2 4], 
C2 8] (3 1] «B*©Bai; 

[3 5] GnRH7^Xh^ j£ 
5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C2H5 

•esssns^ F©M*r?&5taiE C3 4] ettaex ; 
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CD, CI 13 » C17), C21), C24] , C2 8] &fz\$ (3 1) IB 
15 <o?lZ>o 

GnRH7^Xh©A^i:LTH 0J&tf, HJ-b*>h tf-fX G 
n RH T^-P^ : 3>h5/t-^ X> F , A— tM* (Treatment 
with Gn RH analogs: Controversies and perspectives) [/i;Hr/ > 
U yZ/>tf iffy—? ($0 (The Parthenon Publishing Group Ltd.) 1^1996 
20 ¥] » 3- 5 0 3 1 6 5-if^g, #gl¥3-l 0 1 6 9 5-^ 7 - 9 7 

3 3 4^«fcOT 8-2 5 9 4 6 0 E fcfE® £ tlX V ^ h*^^ 

GnRHT^htlTH — IfiSS CllD 

5-oxo-Pro-His-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 
25 C^4>> Yfc*DLeu> DAI a, DTrp, DSer(tBu), D2Nal:fecfctfDHis (ImBzl)#> £>jifc£n 
Z>mm&, Z^NH-CASfcttGly-NHjS-tn-^n^T] Tit$n54SStt^ 

■5 i r 5 *fcr4*©«w:e**ffl^&n*. y^Leut?, zj&snh-cat?**^;/ 

J- F£fctt^<£>:& (113^, 5-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-C 2 Hs 
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mm m. mm, mm. mm, *vmm) > mmm m. mm, 

GnRH7^btUT, ±tB©U a-^D l/'J XBt'J :x-:/n HJ » 
(1) ^f-fel/UXGoserelin) 

CH. 



H 3 C- 



"3 



'CH 3 



0. 



m 0 o 

0fcH#|Hi£l4 1 0 0 2 7 4-*t, 5 2 - 1 3 6 1 7 2 , 

(2) XBuserelin) 

CH, 



NH 2 




H 3 C 

0 



'3 

-CHj 



WttNo. 4, 0 2 4, 2 4 8, IW yWHPf&2 4 3 8 3 5 2^r, 
$151-4135 9-5f) , 
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(3) hU^hl/U XTriptorelin) 



Gly^ 1 



0 

(Kmnmmi 010125^, 4$mrb5 2-3107 3-st) > 

(4) t7 7V'J XNafarelin) 




-NH 2 



(»Mi4 2 34 5 7 1^, WmmS 5- 1 6 4 6 6 3#, HPB6 3-2 6 
44 9 8f, ^64-2 5 7 94^) , 
(5) hXJXHistrelin) 




(6) rXnl/iJ XDeslorelin) 

Gfc@#|Hi^4 5 6 9 9 6 7t, (^4 2 1 8 4 3 9-5§) , 

(7) ;*^XJ XMeterelin) 

0 ^,NH U -r T 0 



'NH, 




CH, 
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(PCT WO 9 1/1 8 0 16) , 
(8) ^tHU'J XGonadrelin) 

2 1 3 7 3 m) £fcte^n£0&&£aWf &*l5o 

£ Tz. . J:f3CGnRH7i-X b ( 0 * V < IS , 5£ 
S-oxo-Pro-His-Trp-Ser-Tyr-DLeu-Leu-Arg-Pro-NH-CAT^^n^^^^ F£fc . 

*mt t vxmm i*ntc%<D, ^?>te ecd±^ m&&&m on \zmxz n, 
E(Dm9&&^Mm<Dj&ximumz®L^%z>tt. 0 * u< te^M-s^ji lt, 

^D^^-fe^-r^S*^, 2%RSk±\Zt>f£'DXGnRH7zi-Zb&2>^UT 

y*? zf - x h ^^m-r ^m%wm^^ ?ujitt)vx$>z> z.^w^v^. 
t*tt% \z-mzm® zntz.gmmM\zmM2nz> mtiLmmmm-cmwr 
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ttii u e &mm £ vmm $ it sue (om^^mmmm \zm^> T^ts z. 1 

, ^^^S^ttSfl (#K #'jy;K-h8 0 (tm) , hco-5 
^fc, ±$mmfe. m?L\*. mmm (mz.\*> ^)>mmmm^ mtrvw 

-f ^n#y-fe)W «, #BPB6 0-100516 

#§HBH 6 2-2 0 1 8 1 6^ ^3^4- 3 2 1 6 2 2 -if, ^^6-1 9 2 0 
6 8f, #W^9 - 1 3 2 5 2 4-%, #i¥9-2 21417f, 1 - 

2 7 9 0 54#,WO 99/36009 9#&«fc£fcK*©#ffifcftoT«i6 
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iOfftKSBt'JWDl/'JV) S«2 0X&^U7 0X(W/W), 
b<te2 5-6 5% (W/W) , «k0^t<S3 5~6 0% (W/W) 

^fcae>©pHP3»J<»:bT, KM, ffit* *X>U, U>^> Jfttt* 7jc 

ft^gstrabTfeJ^. 
i: © a 5 k bx# i=> ntz.\H7Mm&, mft^m&M&^tsmm <«mb) * tin*., 

£> fc» 3 *B g ©tJ<*@ f KJP A, W/O/Wl!© 3 fiI7J^ a > 



WO 03/015820 PCT/JP02/08130 

12 

XX^;KTween 8 0, Tween 6 0, 7 h ^XW^— ft] , 3^U^5/X^l^> 
k7yii*ft[HCO-6 0, HCO-5 0, UfttrS.ftJVX'] &Z>W$ 
if-— ;i/tfau #u tfx-;i/T;i/zi-;i/ v fc/MfcfrS/^WHi^p— 

5 ^t^T&fflUTfcJ;^. &ffl©Rg©li!g«, mo. 0 1 2 0%©86B*> 

e»iSa:MK"e^> <fcD0F£U <«#&().. 0 5%^6 1 0%©IBHT?fflVie.n^ o 

•fc£K$HRUT**w^r*. ji©iRK«yfti»iyw(fctAtf, ^>xi — ;k y 
20 ttftmmz&x)*?^ &u$}'7 j tL)v*m~? iw/ox^>a>ni 

Wfimicfete, ttMi^©te£-$j-?, *y-fe;^fflm-&#&»»b^Vife©T?* 
m\z& o»D3Bb«a^u 37W->3 >si^i^*-r*o £ 
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izmtv-cmo. 5~ioo 0dm(Dmm&mf *>n, <fco$f?£b<tes&2~5 o 
(Dmm iz & z> z. l b vi. 

;WMfi^# (OT, #U (7^F-co-^J3iJF) , #U (Hf-co- 

25 * u jvixx 5=-;p) & b v>. s & b < «u hm- ^ u n -;w*s 
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6 OE;i"%) SH10 0/0~|5)40/6 0«U<, mOO/0~&J5 

0/5 0*U:e)«P*l/V>. 2 3t7^K±fctofcoT^aiSi£««*WJfe8S[ 

10 Ml&Jtte, D-#:/L-#: (^EJV/^PX) ##&7 5/2 5 2 5/7 5 <£> 
fBH©**©***?*^. £<Z)D— ffc/L-#: ( ; e;p/ ; e;1/%) te, ^fc$?j6 0/ 
4 0~$J3 0/7 0©ISffl(Dt)(D*mffl$tL?>o 

k rwi-^ij3-;na^#j ©m*¥^^*«> am, s$3, ooo~ 

J&100, 0 00, jf$t<tt|<j3, 0 00^6 0, 0 0 0, $^l:»SL< 

15 te&j3, ooo~i55o, 0 0 oohotfm^bn&o 

SSfcfcMSl. 5-3. 5Hfimz»^V^ 0 

StS(^A) fefe0a^*«J2 0~#91 0.0 0 jumol (^^D€;V)*«jffSb<, 
20 $e.C«$U4 0~*51 0 0 0 ^mol (Tf ^a^Jl/) *J^fcJSP*UVi. 

110, 0 0 0, 707, 0 00, 455, 645, 354, 000, 189, 
000, 156, 055, 98, 900, 66, 437, 37, 200, 17, 
1 0 0, 9, 8 3 0, 5, 8 7 0, 2, 5 0 0, 1, 3 0 3, 5 0 4©r58i 
25 <D&frm& U Xfk>^S2pllt LTWI-Sl-v' 3>i7PTh^^7^ 

- c g p c ) ufc^u^i/ >si^©5H i » b fcaw £ vi -5 . 

tll£&, i^GPCglM (IV-I, HLC-8 12 0GPC, IftW^tt^lS: 
®*f^fci-S) , GPC*7AKF8 04LX2 (BBfO^X^) £&ffiU 3£ffr 
ffitbTi'DDJiNjl/Ai&fflV^. SStii^lm 1 /m i nTffTa. 
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iZ~D^Ti£^&£, #U?LS& Wmg§5NM/7th-h'JJV (v/v = 4 
/9 6) Il2mn:giU 0. 01M o -x hn7x^JVk 
m (ONPH) IfiFfMc (5NM/7th-hUJV/X^y-;i/= 1. 0 2/35 
/15) 2mli0.' 15M l-XfJl-3 - (3-^W5y^Ofc:jW 
-AM^SHIBSIili (k°U^>/X^y-;V=4v/9 6v) 2m 1£ 
JJP^T 4 0 3 0 #£)£$i*fe^^£@*T3. 3S?$£7j<ife ( 4 HI) Ufc^, 
T-t hnh U;V2ml T^b, 0. 5mo 1/1 ©x^/^MfeMrt^U^ 
A^tlml ^T6 01CT3 0^$t§. SlS^Sr 1 . 5 N^Miti- h 
U ^ ATK^T^fRbTYm ltU 1 . 5 NtK^^ h U ^AzM§i££*f;§l<i: 
lT5 4 4nmiMA (/cm) £$J?rr5o D L -¥U£7KMi£S*P 

stcoffimt) )Vi$*c fJlMM Cmol/L$7M'JiM^ 
^fcONPH^^Hb^TDL-amtH^vKiibfet^cDS 4 4nmlM 
3r B (/cm) t-T^i:^, (DMM<D*))l 

[COOH] (mo 1/g) = (AYC) / (WB) 

mu^mm^ mmm 6i-2 8 5 2 i§) a* w*^ ? 9- h t & u xi u h^© 

IS^^x^^Wb^W^SOftkiKSfflVJfclBiaiit^ (Encyclopedic Handbook of 
Biomaterials and Bioengineering Part A: Materials, Volume 2, Marcel Dekker, 
Inc. 199530 TSSiftT# So ±fB©&&©MM^?SK:£oT#!Sn5*£# 

te, # s ns tc jfflu© * u t v> * £ rais s fc , 
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mZtt* EP-A-0 8 3 9 5 2 5^\Zf&m<DlXl*ftffiKJ&\Zfirrz:t\Z& 
4M0©«Jfttt (fg^tfrndKM^cftltdtics #WHS6 1-2 8 5 2 1 ^R#IR) 

80,hco-6 o,#;m?^*3^wz;pd— *,7;i^>®tf-HJ£Aft£). 

<g> 0 

U «kD^L<ttiH'Ja-ynl/iJ» Gn 

9yK fc^S?, ^Tfj;^)](c:J:Da^^75:^^> 

L<tt»g6)Ja-7 p Dl/U» ©gitlTCf^itSnfij:^. fciAH 
JifBmUilDS?LKj#»tc:iiEl*fcDiS^*ibT. $J0. 0 lmg&Vib 1 0 Omg/kg 
#1, £?*D<te$jO. 0 2mg&Vib5 0rag/kg#:S> $6tC0Sb<«O. 0 5 
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mg^b2 0mg /kgflefiOttffljfc £ tUfiH #5. 

Okgfclfcfb) tefcHTtt, -@CotGnRH7^-Xh ($F*b<fct, Ua 
-ynl^'J >3Hz\tt<D&* J; D ff S U < ttffilU a-y n 1/ U » <£S^0. 
5 0 1-J&0&5 Omgfigg, 0?i;b<«$jO. 1^620mgm <fc Y) £F£ b < \W3 
0. 1^61 5mgSag*&T»*VitttK«l^teifl:#-rnH«kVi. Sfc, _hlB©G 
nRH7i-7, h ($?i;b<«, >Ja-^Dl/U>*&ttf e fcD#l£;b< 

»iB8'JWni/ij» Sr^WbT^^^M^-f ^n*y-fe;i/*^rwr*a 

&<DBm (#:fi6 0 k g\ZttV) \Z^X, -0IC^fGnRH7^Xb (£f 

» ZMftffiO. 0U^2 Omggl, #£b<kfcS&0. l5^£ l OmgfE 

15 MXtt. 3Ki3^^te— ®oS#*ff5»'&fctt, &A©*KWSBB©** (M6 
OkglCfl/) fc:feV>T\ -0II^tGnRH7^Xh (fl t *L»<tt, 'Ja- 

$f£b<te$J0. ld^2 0mgil!, J;D0?i;b<«&Ul 
»61 5mg £ ft fctft#*rntf«fc V>. 

20 ^©»<&©i§-& ! ^#S6 0 kg^fctlfcSIIl/fciSSWtt^tS. 

(1) GnRHT^-Xh*/5:tt#ffl^^#^TS^-r^*-eriCit^T^ ^<Z>^ 

(2) n*©<g« mmtaa) GnRH7J-x^ws 
25 sd«*a^-r*ct3^Tf*a, 

(3) GnRH7=f~xhhftmmmmtzz&mm&M8i~r2>ztiz£?) > & 
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(5) GnRH7^htmtMt§ut}:J;i9, ffl5R8&**s»Sn 

(6) GnRHTzf-X b ZttZ&r) , Add-Back 

(7) GnRHT^^btmmmii^mmT^^t\Z^y) y MABOlaximum 
androgen blockade) fc£©«nfc&*£»*££3#TM**. 

(1) UrD-f Htt*fcl4*XrO'f PttO) ttT>Ka$*>3H 
(A) JMfcfcl 

7J^5H, toV^vitTss -HS H> SARMi-W, LGD-2 2 2 6) 

i 

(b) 

(C) 

®m a b mmw m % jc & s . 

®Ad d-B a c kS§a&&*Wt&fc:fc5 (S ARMi) .. 

®ut!H-, mm. t^t^ou^M (sarmd . 

(a) m&m 

^^'>7i>, SERMi (#1, 7n^>7iX T;py*^7x>, 7V 
7^ + >>7iX tX^i7x>, TSE-4 2 4, HMR-3 3 3 9, SER 
M-3 3 9, SPC-8490, HM- 101, SOC-8490, WAY- 1 
4 0 4 2 4) > h7>h, ER down regulator^: <ifo 

(b) MMmm 
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(C) 

(Dmaximum estrogen blockade3l!?fe#*nJftbl;L;ft£>o 
(DAdd-B a c klfcfeWlilfl&fcteS. 

®iii*©^«rt^ER2«©MK:iKi;fc*©^3atRriBlca:*. 

(3) <b^Rt£n 

(A) Jlttfll 

(Cyclophosphamide), -f7*7775b* (Ifosfamide)) , (fll^fcf, 
*V M^=Mz— b (Methotrexate), UFT, 5 -yJV^U^^i^JV (5 -FU)), 
*t«tttt5fe*Jl (^iWhV-f ^>C (Mitomycin C), THUTT-f^ 

(Adriamycin), ^7n7<^> (Peplomycin)), tMfeA&ffiffiS! (09*. fcf> 
i?'J7,?>, tf>^», ^*y— ;W, Fii*^;k /^U^-kJk DJ-927, 
TZT-1027, DX-895H (Exatecan), DE-310, ^X^f^ (Cisplatin), #;i^y" 
^^>\ Ih^->F, ^>hX^>, ^^y^^>, Sb+t>ha> 

(Mitoxantrone), yP^;i/Av?>, yyy^it>, hl/f/-f>, hl/^7x>, 

^v*^>, v<~*#7>* t!~>/t--;K i/>^>, ->yy^^>^^^ffl 

(b) 

(C) 

(4) 5a-uy&&—vmwm 

(A) Jl^fll 
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<D5 a-l/^^-tf2l^i 

(D5 a-l/^i/^-ifllti 

WO 9 3/2 3 4 2 0 -Sf KIBmOft^K WO 95/1125 4mzUm<£>fc 
5 4,7/3->?^^;i/-4-T1f-5a-Zll/X^>-3-^->, 3-^V-4-T1f-4, 7 0 - 

i?^fJH6|3-(4-i'Dn7xy + '»-5a-7>l ? nX^X 3-:*^ V-4-T If 
-4, 7 0 -v* ^-16 0 -(7 7 -5 a-7 > H DX^ >&<!£. 
(D5 a-l/^^-ifl&cfctf 5 a-V&29—' if 2 (DnfiRI^ 

WO 95/0792 7 ^-{C|B^(DYb-&tl> 3-;**V-4-T1f-17/3 -(2, 5-h 'J7 

(B) ftftgg«t 
(C) 

15 (DM A B WfefiSnSffe \tZ?3iZ>o 

(5) a-^m&mm 

(A) Jittfti 

20 ^axdv>, ^^», rvV^y. w/J/>, tnH^>, t;K7*/s> 

&<?fo 

(B) 

(C) 3M& 

25 ©fflfH&fll. 

(2»lfftB<z>Ktt. 

(6) 707^-"ififi 

(A) ^#0!) 
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(B) ttft&jg 

(C) 

CDmaximum estrogen blockadeSfS*S"RrtlfC^:S. 

( 7 ) 17j8-t HP^fO-f HJKtK^^PM^ 

(b) nmmm 
(o sum: 

CDMA B & =k tftnax imum es t rogen blockadelife^nJSglC^'So 

(8) m*&T>\*uy>m£mmm 
(b) 

m&mm, ?u®, m$mm*&* b**b*9&& ^nmmm. ^mm. m±l 

(C) &m 

®MAB33<k£finaximum estrogen blockadeg?feo*"5J#gfc:£:5o 



WO 03/015820 PCT/JP02/08130 

22 

(a) mwm 

5 7H7tD>, (±) -7- (5-*Hr3"*>*/ [b] ?t7i>-2- f 
;W -6, 7-i?tHD-5H-IfDD [1, 2- c] -f 5^/— Jl'- 7 -tf— 
;K (±) -7- (5-y)V*WOV [b] ?*7i>-2--fJW -6, 7 
-5?fcHo-5H-lfnn [1, 2-c] -TS^V-^- 7 ;K (±) - 
7- (4* -y;i/^-n [1, 1' -t'7x^JW -3— <i)V) -6, 

10 D-5H-HDD [1, 2-c]^5^/-^-7-t-;K (±) -7- (4' 
-yj^O [1, 1' -h*7i^H -4— f;P) -6, 7-^tHD-5H- 
fcfPP [1, 2-c] -<S^7-JV-7-*-JK (±) -6- (7-kFP* 
->.-6, 7-5?t HP-5H-tfDD [1, 2-c] -f 5 ;|/- 7 — 

-N-^;i/-2-t7^5P, (±) -N-X^;l/-6- (7-thW- 

15 6, 7-^kh*D-5H-tfOD [1, 2-c] -f 7 — f/W -2 

-t7^^H, (±) -6- (7-hHn^>-6, 7 -$?fc FP-5H-l?P 

p [i, 2-c] -fs^/— ;v-7-' r;io -n-< vr/Pt^- 2-^:7^ s 

(±) -6- (7-kFD^>-6, 7-i?fc HP- 5H-tfPP [1. 2 

-c] <5^/-;v-7— r;w -2-t7^5K (±) -i- (4' 

20 :*P [1, 1' -\f.Z>x.~M -Z—OV) -6, 7-> f tHP-5H-tfPP 
[1, 2-c] ^5^/-JI/- 7 (±) -7 - (4' -7)V*U [1, 

• 1' -4 — (JV) -6, 7-i?t HP-5H-b!PP [1, 2- 

c] -f$^l/— ;k-7-*— ;K (±) -6- (7-tKn^>-6, 7-5^t 
HP-5H-HPP [1, 2-c] -f $^/-;i'-7— f ;w -N-^^;i/-2 

25 -t7^$H, (±) -6- (7-kHD^>-6, 7 - >*k K P - 5 H- t? P 
P[l, 2 — c ] -f S^7-;i/- 7 — f —2—^*7^^ H, (+) -7- (4' 
-7;M-D [1, 1' -¥73i—)ll -3— r;i/) -6, 7-^hHP-5H- 
kfPP [1, 2-c] -f5^/-Jl/-7-t-JK (-) -7 - (4' 
P[l, 1' -h'7i^W - 3 — (JV)-6, 7-^tHP-5H-tTPP [1, 
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2-c] <i 7 (+) -7- (4' -y)V*u [i, l' 

-tf^x-;H -4— fJlO -6, 7-S?fc h*n- 5H-tfDO [1, 2-c] 
•f 5^/— ;W-7-*— ;K (-) -7- (4' -7;i/^-n [i, l' -h'7i 
-)V\ -4—010 -6, 7-i?kFD-5H-t!DD [1, 2-c] --fS^l/ 
5 — ;W-7-*— (+)'-6- (7-tHD^>-6, 7-^kh'P-5H- 
HDD [1, 2-c] -IS.?'/— )V~7 — i)V) -N 2 -±y ? ^ b\ 

(-) -6- (7 -kh*D^>-6, 7-v>k HD- 5H- hfDD [1, 2-c] 
-f ;i^-7— f;W -N-^fJl/-2-t7^$H, (+) -6- (7- 
kh'n^>-6, 7-^b Fn-5H-HPD [1, 2 - c ] -i S. )V- 7 
10 — -2-7-y? S h\ (-) -6- (7-tHD^>-6, 7-^kHD 

— 5 h— tfo n [i, 2-c] 7 — r;w -2-^:7^ H^<H 

(DUT-if (C 17 . 20 -lyase) 
(B) ftatigim 

fffflRSS* ?Lft fJtfeHREycfiL JB#8B#»Se, ^firrtUBfe, fgffiM. ttiim 

is « v < mMvmmsm* 7 ; ww ^-mmmm% v < a, 

(c) 

(DMABM ^maximum estrogen blockade^&#*Rjf£l;:£j:-2> 0 

do) DA^<bi&stR&#gg 
(b) 

25 (C) %}%k 

<DgiJftUB©&M. 

(ID fD-»Q ^^P^Pfl*^ 
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(b) n&rnm 

(C) 

(Diftt^onj^HE r 2m<Dmmz]tscrcm<Dmmf)^m^u^o 

(12) *nrE>mtim 

(a) mom 
. (B) M&mm 

(13) ^wm^u^y^-^mmm 

(A) ^) 

20 ^7 4 ~? (-f v U- ( i r es s a) ™) > * 7 (PV^y 9 TU )\ 
ODI-7 7 4, SU-66 68, SU-10L GW- 2 0 1 

6, CI -1 0 3 3, -fey^S/T^ 2- [1- [3- [4- [2- [ (E) - 

2- (4-h'J7^tn^5 1 ;i,7x^) x^x;H ;p-4 — ()V\ 

^ h+y7i^] :/n£;Kl - 1H-- i'5^^/-;i/-2--r;i/] -i-x^y 

25 1- {3 - [3 - ({2- [ (E) -2- (2, 4 -P7)V*U y 

x^x;i/] - l, 3-ttW-)U-4-'()V) *h3r~» 7irjn yotr;w 

-1H-1, 2, 3-N'J7y-)K 1- (4- {4- [ (2- { (E) -2- 

[4- (bu^;i/^-a^^;i/) 7izjh x^x;w -1, 
4 — r;w *h=^>] 7i-;w ^;v) -ih-i, 2, 3-huxy-;K 
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2- [1- [4- [4- [ [2 - [ (E) -2- (4-XfJV7i^W If- 

)V\ -1, 3 —**W-)V-4-'(M 7x~;Kl -1H 

— r 2 — r;n - 1 -x^/-;k c i - [4- [4- [ [2 - [ (e) 

-2- (2, 6-^7Ma7ii;W Xf^JH -1, 3-3" ^UV— ;i— 4 

5 — ovi ^h^r>-] 7n;w y^ji/] -1H-1, 2, 3-hjt\/-;k 3 

- [1- (3- {3- [ (2- { (E) -2- [4- (hU7MO^?JV) 7 

x.~M if-JH -l, 3 -^-^V-;i/-4-<;W ^ h^->] 7xrjW 
^Dif;i/) -iH- f s^y-;w-2--r;i/] -1, 2-7 p a/\ 0 >i^-— ;k 3 

- (1- {4- [4- ( {2- [ (E) -2- (2, 4-> f 7^^-p^oir:;i/) 

lo xf-JH -l, 3-^iJ-v~>-4 — r;w ;* 7ixjw :/^;w 

- lH-f5^/-Jl/-2-fJW -1, 2-7DA>^-JK [1- [4- 
[4- [ [2- [ (E) -2- (4-/?;i/7xXJW XfXJH -1, 3 -r** 

*v/—)V- 4 — r;w *h^>] 7xxjh -ih-i, 2, 3 - h 

UTV-;K 1- (3- {3- [ (2- { (E) -2- [4- (h>j7Mn^ 

15 7xxjh xfxjH -l, 3-^-^-y-\/-;i/-4— r;i/) ;*h^~>] 7 

xXJW yotf;V) -1H-1. 2, 3-hU7^-MKttl- (3- {3 

- C (2- { (E) -2- [4- (h'J7Mn^^JV) 7xXjW XfXJl/} 

-l. 3-^-^y-;i/-4 — OV) yx.=DM 7u\d)V) - 1 h- 

1, 2, 3- hUTV-;i/*fc«^O^i% 
20 (B) 

(C) s»« 

25 (D^fH^o 

©jfeff © pjjgttH e r 2 m<Dmm c tzmvmm&pimz & ^ 0 
d4) wRmmmm 

(A) ftft0J 
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HD>§, x.?-Fn>m> -TA>Ho>^ <>*HD>m. U-feHD>tt, 
H n 5 7 H D >H, EB-1053. YH529& 2) . J5J^M^>$H&flSfBfc (MK-0677) » 
(B) 2*&0!JiL 

(C) 

io (smmift&o 

(1 5) ftjftR&K 

(i5-i) i(rffl»(«)4#awa:^MSE*feicfflVien*tt^ >7^^>> foam. 

15 si 

(A) A#0! 

20 □ > , -r>^-n-r^>) af^iv^ns. A # W , PSMA 

(Prostate-Specific Membrane Antigen) vaccine (Northwest Bio). Dendritic cell 
therapy (Dendreon),MDX-220 (Medarex) , MAB-PSMA (Bi ovation), Ant i-PSM vaccine 
(M&EBiothechK Prostate cancer vaccine (Corxia), MAb-PSA (AltaRex), MAb-PSMA 
(Nor thwes tbi o t herapeut i cs) , MAb-PSCA (UroGenesys) E. 
25 (B) ftft&A 

m&nm* m&mmxm* ffi±LmmhL<\$%M<Dmwm^ miasm 
(O 



v 
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d5-2) ^(Dmcomw 
(a) 

1 31 1-chTNT-l/B (Peregr ine Pharm) , MAB-bispec i f i C-HER2 (Medarex) , Cetuximab, 
Bevacizumaba (Genentech), SK-1 MAb (Hygeia), PE-40-MAb (BR96, BMS) - J-59K 
10 Anti-EGFR MbU£o 

(b> *r&&j& 
(o a& 

15 <DMAB*8sJ&niJAifcfc*. 

20 richer 2m<Dmmzfocitm<Dmmwviffiizfcz>. 

(15-3) ^-oio^^f^s^ttMffii 

(a) jumi 

MAK cells + bispecific antibody (IDM SA), IL-2 + it-f h#<> (CEL-SCI), 
Cancer vaccine (Onyvax) , Heat-killed M.vaccae (SR Pharma) , GBC-590 
25 (SafeScience) - Cancer vaccine (ImmunoTherapy) , ADJOVAX-100-A (Jenner) , 
IPS-21 (Biostar), Mycobacterium Cell wall Complex, GPI-0100 (Gal enica Pharm), 
Globo-H-KLM vaccine, BPH therapy (ZonagenK Ant i-PSM vaccine (M&E Biothech), 
Prostate cancer vaccine (Corxia) Jfe<Jfo 

(b) nmmm 
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(o 

(Dm a b ^fe^pJtto \zts.%>„ 

©jfii^oBj^HE r 2 m<Dmmzjfccrcm<Dmmtfvjm\ztiiZ>o 

(16) EGFR$)^)V^*EGFR(Dtri#^y^^> 
(A) 

cetuximab (IMC C225, ImClone Systems'), EGFR«7 5^>&<Jfo 
(B) 

(O sain 

® m a b "in % o 

(DI'J^fflo^Mo 

t 

(17) T«5MbPi5m 
(A) *WJ 

6, 7 (3, 4-^h^7i-JW -2- (1, 2, 

4 - h u 1 — f u >- 3 -*;v^>mx^;i/xx^;i/ 

(4#§B 5 P7 - 1 1 8 2 6 6^#) 
(C) 
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(1 8) HER2$m 

(a) 

5 (B) 

(O 

( 1 9) u-r h*-f ^/y^fc-r >ea^ 

(A) £ft$9 
15 (19-1) *>A£R«jW 
(i) TNFP£#S 

X^t-fe^h> -f>7U^^V^ D2E7, CDP-57K PASSTNF-a , Rj^ttTNF 
TNF-a*fr&fie» taTNF-ata#, DPC-3 3 3, sTNF-RL T 
BP-1, CDP-8 7 0, PASS-TNF-a, I S I S - 1 0 4 8 3 8 & 
20 <if. 

en) -f>*-cK*>- lMm 

(iii) -r>^-D-f^>-6Pl*^ 

25 MRA (8W>*— n^*>-6g«^ttfl0v fit-f>^— n-f*>-6«t#» Sant-7 

(iv) -T>^-D-f^>- 1 031 

(v) -f>^-D^>-121li 
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AGT-1 

5 (i9-2) #?>;wmm 

(i) CXCR43£tfim 

(ii) CCR73£Ki!l 

(iii) MAP+t- \£m.&m 

PD-98059, BRIB-7 9 6, SCI O- 469, SB-28183 
10 2, RWJ - 6 7 6 5 7 RO- 3 2 0 - 1 1 9 5&£. 

(iv) jH5^P3S5||£ 

sp-iooo30, nf-k, nf-kb, ikk-i, ikk-2, ^-\is.E^^±)VBM\zmk'1r^ 

(v) u-r h*-r ym&wmm 

15 T-614, SR-31747, ymK&i*. 

(vi) tnf- ammmmmmm 

HMR3480/VX-740&<Jfo 
(viiii) ^>?—n-13r>-6mriM 
20 SANT-7&£o 

(ix) <i>*—w(*r>-8m.mm 

ii-z&tfiM* cxcri & cxm$g&mu£o 

(x) dr^*-f>firafl| 
MCP-lJS#i3i&<i:. 

25 (xi) n-r*>-2£«fl#ir«8 

(xii) Therapeutic vaccines 

(xiii) it£m&&% 
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n <t ft a & <t b fcingTOssk- 

(xiv) T>^-te>Xfc-&^ 
5 ISIS-104838&£. 

(b) Mmmm 

(C) ^ 

io (smitmamm. 

©jfil+OBj^ttHER 2*©«flgfcjl&i;fc*©«i&**SRlli»c:&S. 
(2 0) X > Fir U >%mfc7 h 
15 (A) MteM 

7h7t>^> ; YM- 5 9 8; TA- 0201; 




(Bosentan) 




20 



(SB-2 1 7 24 2). ; 
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(S B- 2 0 9 6 7 0) ; 




(TBC- 112 5 1) ; 
5 Cyclo C-Asp-Pro-Val-Leu-Trp-3 
(BQ-123) ; 
Cyc 1 o C-D-Asp-Asp (Rl)-Asp-D-Thg (2) -Leu-D-Trp-] 

Asp(Rl)«T^/1^^>K/3-4-7o:-;Wkr^^>T5 K2§*£, 

Thg(2)^2-^x-;vyu>->^s^-r. ] T^Sn^/rPFXte^©^ 

10 h U V&W. I 




(ABT- 6 2 7) ^KliJUA, LU- 1 3 5 2 5 2, J- 1 04 1 3 2, ABT 
-5 46, EP-A-4 3 6 1 8 9, EP-A-4 5 7 1 9 5, EP-A-46 
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0 6 7 9, EP-A-49 6 4 5 2, EP-A-49 9 2 6 6, EP-A-51 
0526, EP-A-526642, EP-A-526708, EP-A-52 
8312, EP-A-5 5 2 4 8 9, EP-A- 5 5 5 5 3 7, EP-A-62 
6174, EP-A-6 5 5 46 3, EP-A-7 1 4 9 0 9, EP-A-81 

5 5870, WO 91/13089, WO 9 2/1 2 9 9 1, WO 9 2/2 0 7 0 
6 , WO 9 3/1 0 1 4 4 WO 93/13218, WO 93/17701 WO 9 
3/2121 9J P-A-2 4 4097/1992, JP-A-2 6 1 1 98/ 

1 9 9 2, J P-A- 2 8 3 6 0 0/ 1 9 9 2, J P - A- 2 8 8 0 9 9 / 1 9 
92, J P-A- 178890/1993, J P-A- 279390/1993, 

10 SfcttJ P-A-l 7 3 1 6 1/1 9 9 5jBi©ft6«. 

(b) ttmmm 

(C) 

(2 1) x>=?^>-»i I&&ft7>*X~7>h 

(a) ^wm 
20 (b) 

(C) ^ 

(D*B*3&jii. 

25 (2 2) 5/^D*^W— K*P«* (COX-IMWE COX- I I 
(A) JMfctfil 

-6 6 3, ruVrn**/?* nv^^s xHJn^S/A ;R73^^, 
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SC-57666, J-^n^?, S - 2 4 7 4, ^n7xty?, < 
^v->, u*V?W7x.>. CS-5 0 2, CT-3, ABT- 9 6 3, LAS 
-3 3 8 2 6, ONO-2 5 0 6fti:. 

(B) MMa&m 

mums. m&maimH&isiZ. 

(C) Wk 

(B) $ftfe&& 
(C) 

(2 4) %JV5sh~>&£ftT>*=t~Xhs tt*^>>->«S«Wts U#>F- 

(B) ftftfc&A 

(C) 

(B) 2*&#|J& 

(C) ax 
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(2 6) tah->§^7>^^K tfc-feP h->^^#*i#; U#>F-M=- 

(A) 3M£#J 

73*?^> (S-2 0 0 9 8) , DU- 1 2 5 5 3 0, NAD-2 9 9, CP 
-448 187&<!f. 
(B) 

(C) 

(2 7) G H R H§^#:7 >^ K KGHRH^^**t#^ >J;tf>F-M-» 

(a) 

CMPD-1&£. 

(b) tt^mm 

(c) $hM 

(2 8) T>Fo^>S#^^ii3^ 
IL-6ft& 

(B) 3ftfe£J& 

(C) 

<DBIfis/B©«a*. 
(2 9) 7>FDy>»l*3BI«T* 

(b) M&rnm 
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(o m$k 

( 3 o ) im b*-r >f^wj«sai 

5 (B) 
(C) 

10 (3 D m^mmmrmmmmm 

(B) 

(C) ^ 
(3 2) -^©tfii 

20 iRflSiiSiJ. ffWIRA^. 

Add-B a c k^$£<h&> GnRH7^-X h<D&-5-\Z& Djfr+^ttsJ^e 

ns^i/^^tett^LTisawbrs^©^!*- ^ftftfT-sw^fc, cms*;!/ 
25 ztztbiz. znz&jv*>tzit&*)v*>£.mG£Rtezn&mm o^r. Ad 

d-B a c k^JtBSfB"r<5^&d<a&S) £»8&Wfc*^LT^S?i&ffc^£V^ 
£tlTAdd-B a c k&lteMn 
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te^vmrntz, &^*tmzttv, mmiz&-$vx*>£^u, mmmz&^x® 
^ vx % «k ^. #fffi*os#a«, mm±m ^ e> nt ^&&#*£*p-rnfcf £ < , 

^HSfETs^-s-as&s) (D&^mmte. mzmfetsn-r. Gn rh 

it. ®m%. (i) GnRH73-*b tffimmt&mmizMnikisX&znz 

m—(Dmm(D^. (2) GnRH73f^Xh<i:#ffl^i^SiJ^fcSS{SHbUT# 
e>tl^)2acDi^!lO|l|-^«l?0|W|l^^ (3) GnRH7^Xht# 

ffimt&s'j^ «mbT# sns 2m<Dmm<Dm-&5-m®x<Dmmm*&^ 

,T©S^> (4) GnRHTl/-Xhi:#f^^^g'J>«r^©^KtbT#en^2 
®OM^(l©^^#iiS^CD^^ (5) GnRH7^Xhitfflii: 
^SU^fc^HbUT#C>n^2fflO^J©^S^#ili?S-e©NF^Sr^ViT® 
(M*.^ GnRH7zt-Xb ;Wmm<DMfrX<D&-$, &Z>W$M(DMfr 

*<sts) > mm. &&m. ^mmmtvx. ma^jat^mam cm. m 

mft. &Ti£rc.temmft&*&&wmmMmz&j*?%z\ttfx%%. 

mmivmmizm^znxh^mm^mznmznzfefctisxte. mm 
%tt hxmm(D&m.mm&z wzmm&tem&mf en, mxumi&mm\z& 
ttzffiten. mum. ^m^mmm, &z>w$mvtMmz&tf%mm, mm 
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isd, mftommm. mmmi mm. ^mm, mmmmommm^ 

is =f-;p, =fT«K h^nnv'iili, t'J-»Wens. 

»#*tt&8l £ b t tt, fll u x^v > ^ u n -;k :/ o tf v > ^ u n -;k 
d-t>-hk ^m#m^xx>k x^y-;K Hjxr^y **x pi/ 

Hx;pt;W3-;k tHU tfx;i/tfnu Fx *^y^^i/t;PD-xth'j 
«?M£S£bTfck ^d^.tt^F^«F» D-v;nf 1 — ;k ifrft^bU ?A, ^ 

ut'j>, d-txi! — )vm*mw*>n%o 
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5 ttBMfcfclibTfck 0l*.ft£ttBfc& TXn;i/tf>^, a-h37xD-;W 

m^mm±mzMvxm o . o i i> i o o mm%\ * b < «^ o . 

011%, ££K^i;b<;te#?jO. 5&t^L2 0SS%@ST&3. 
' 10 MIBbfcGnRHTrf-X h^#t-^M^#fffimSr@a^ 

TffiltS^ ®^§^J:£mc2fbTm&V>b9 9. 9 911%, ft£V<te 
!5lO^L9 0ii%gSTS§. 

mmmfe. ftmm y^-> aween) so (7h7XA^-ft 

m. > HCO 60 (ByttrS.ft)lXm) . #UX^I/>^U3-;K 

^A^g) , #MStt^J (flu #u y;w*- hso, prf-;w) , pj^j 

T>-h-;K v;nf h-;k -jwmm , viimmM <«, * 

•tux *?)v^>m) . mmmrnm m. :/otfw>^un-;k smm) . 
mmmi (m. :?f#«u ^<>-j)VT)vu-)vm uat^z^mmmiz, & 
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—)vis.E<ommmmn\zmm. mm&%^mLikvxmmi%imzj$.&i>* mm 

2)Vt7, ^rJ'J^^y^^ *'jifl/>^'Jn-;i/ 6 0 0 0ft<J£) 
-jyvu-yZ F68, -k;i/a— X7tf- yyzv— K t Fa^^PfcfJW 

mm\femn&mm. ®n&wm}<D^~rtix$>-?x*>&^o 

*&M. mmmuE) tzEtfmtfznz, ym&mEvxiz. mfcftf u 

ifl/>^'j3-m yaEfi^>^Un-;K 7jcft^*;i/»J<i:bT^ mxU 

Tt2 C2] t^-r^tt»jtc^bTs^--r^©dt$f*bVi. 
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£tK § d £ K J; 0 ft £> tt3 . 

5, 

&MM'$<Dffimm(Dmmzo. 5-5 ow/v%,$?*u<^3~2 ow/v% 

tfc^lfilXtt/fei^U-U^itOjlSliO. 5~5 0w/ 
15 v%, ffSL<«3~2 0w/v%)SWSL^ 

20 A, HUb*JVVJ*m) s ftffiM (h Hn*5/^nt;;M?^D-x, 

25 m^*>nz>m&~em&-£nz> B 

&mm*v> ummmomia^ 02-12 $?*b<« 2.5-8.0 csnsrrs 

mmm ttGnRH7^xht& m t m m \z «t 0 ^m^m^x «t 



WO 03/015820 PCT/JP02/08130 

42 

5 mtmiMsmz* mz.te ioot~i2i ^©^#1? 5 3 o ftmjztomm 
C2D 4^MfflxJd3S«[tt«aij*«fcOT©iia« 

ir;i/D-xfj:«Jf©ir;i/D— xx— ±.)Vu— X7ir<x— K -fe;un— x^ 
15 nfcT:**— hfc£©^;i/n— *xx5\n^ #UEx;W7-fe^-K #Ut?x;i, 

^i^- h u £©# u trx;i/xxx;p«, 7 if u * * u )im&m&fc. 
;m u h/7^ y 7;Hr;i/*^ y i/- ^ u 7^ u 

2o. > ^y^^yi^-K ^u^^^u;i/7s h\ ts;7M;w^^ 

tOWWH7^7hRS-10 0, RL-10 0, RS-3 
0D, RL-30D, RL-PO, RS-PO (7^ ij^i^ • U 

jum^jv • *?T?V)vmmthv*^)v • 7>^x^Ax^;i/*m^-#:) , 

25 ,t-fH7^^hNE-30D (**7^U;i/M*^;i/ • 

AO &£©*--f « (n-A • 7 &£©7^ u;i«3R#U t 

m. # u ^ u -fe u >jto^xx ^;i^at#tf ens. 
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^Lfi*-#V— (Carbomer) 934 P, 940, 941, 9 74 P, 980, 1 
3 4 2^, #U# — •tfy^JV (polycarbophil) , ft fr^V J±i$V ftft—y J )V 
(carciumpolycarbophil) (MI3^Vi"f"ti%> B F ify H U y ^^t®l) , /vfkx 
03, 10 4, 105, 304 (^rnfcfdSfcMI* <#) fi) fc£©& 

-te;wn-x, 3j?Ukn;Pkn»J H>, ^UH-jPTJl/a^ #'Ji?l/>^«J 

^tt8^J©«m^Jfc*^-57jC^tt^»©^W^tt^l3 0&V>L*&9 0* 
(w/w) , #8-L<ttJl&3 5teV>U»8 OX (w/w) , $ b < «*«J4 0 &: 

(w/w) , JBWHtt^'JT— ©^*»»3 3^Vib#Sl3 0% (w/w) , iff 

£ l, < \-m 3 uj® 1 5 % (w/w) t&£o mmnnMimmm.^ £ e> jc&Atw 

JI<IS$55~|«I4 0% (w/w) , $e>fc0?£L<fc*Ji$5~&j3 5% (w/w) 

££T±fB% (w/w) (#k tK, ;**/-;k x^/-^ 

I. ^&^tP^©«0S. 
«ra-efeSStism^*#tr^ (£TF, it:tt^t5J:t^§) ©j£SB 
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Wiwzm'ximm.om^ ^nw-^m^mz. »si<f^i 5 o&^b2, 

0 0 0 jtim, $^>(c:« : Sb<«^I5 0 Ofc\,*l,ffil, 4 0 0 /imTJ55. 

5 raaK afr&aw, mmu mnm, &fe<mm%M&i>, m^,nvia^mmm..m 

m&mwsmu. mo. 5^vm9 5% (w/w) , ■RmisKtms. otz^vi® 
80% (w/w) , 2b\zifr&v<\$m3 om>vffi7 0% (w/w) -ea&§o 

15 3ris*^)V*L)VU— X# A (ECG505K ^O^JMo-Xth'J^A 

(Ac-Di-SolK ^SStf'J tfn;H£nU H> (^n^t'F» , tll^kFo 
^^yoH^n-^ (L-HPC) /^af^fflV^n^o 4"^:%. kHn^>7'nf 

tiSc ^Yb^JtLT«fg^m. ^x>B§, 7-?m tW>^& 

T)\,n-)v m. x^/-;i,&£) m(Dm^t£®mzmmisr^& 

25 ^pj^yiz-w^, m^^vi«^n<hi®^j, mvimteztom&m&'p 

^O^SfK^l 0 0 fimU^Vmi, 5 0 0 jcimT&£ LV>. 
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ft3ffl£UT$B5Bk ^x>», 3A^K, 7^;H6, ^ W >*«©**\ ^ 
*&£©»^»S"S7uWTfcJ:V>. Bfr«ai*flit***&x 
LT^l^ViL^Il 5% (w/w) , #SU<fctt8lfcV>U#9l 0 % (w/w) 
lZ9?$Zl,<iZffi2m>Vffi8% (w/w) T&S. 

^jaiton-T^ j; o tits ^ t^Tt , jiwmzu. mm 

ii. tt©ttlBHfcJ:&ttE» 

MB I T#6»nfc«*, i»fB#^*tt*«;Rtf pHtt#tt©*Wtt#'J-<?-, 

* ©#j^©^# w*n**itWB*** £ & a «k a k a Jdtfn*. 

0% (w/w) , 0F3;L<«Jl&5fcV>LW5 0% (w/w) , $6Cff$b<ttlU5ft 
5 % (w/w) T^4o 

li^TtS. iItt&fflV>*IR©7fc£#«#JK£©«^J* (*/«*}£$«:« 
it) fciu lft^bl 0 O^^IBH^^^-Br^Jlt^^^ $?£U<tel&V>b 
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ttJ>. T"feh-h«j;K i'DD^A, ^^U>-^uy-i YI&E&m^btl*. 

5 ^x>^, ha^e 7t;hi, ^u^>mtsiE(Dm^mpLxh^, 

;i/T;i/n — £ £nj MM t b TSsJn b T «k v*. 

«tm^j \z ^ § &flm ct^ ;i/ * & £ (Dmmtam vx % £ v>. 
ffiv^n§M^jn mmmtent vxnm^nzwmmx$>rntmzm.M 
25 mxzz> 0 mmM<Dismmzmk&mm±m\zttvx. 4. 5~^9 9. 

4w/w%, $?S;b<fcfcS$2 0~&)9 8. 5w/w%. S b < 3 0 ~ 

j»ttai3Wfc*w-s»»o < &»». iaifettaew^sfc^i/T, *?io. 5~;&9 
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ffiUlH. ECG - 5 0 5), ^DXAJMn-^th'J'JA^H flMfejsfcOK) 
^DX^tfH> BASFtE 3iJH>CL), & 

5 list Hn+^DtfM^D-x <flr»fb^ («o K ^;^^v-^^;wx^ 

(#) , #;i^*^*^;wx*-^hy*A (^fts, x 

^X^P^>0, «^afl5x>y> (TO (#0 SSL PCS) &MV>6n, 

nfi, nnmmm±3L\zttVT. m xum o . o 5 ~m 3 o w/ w % , u < am 

0. 5~iKl5w/w%T$5. 

(fulfil, ^7^^;u ^>^^, m^^>, 

25 u#7 9tf>«o, «*i$g -wmi. mmm. 

mmm. mmm. awakens. ^Mti/tissi, 

2?x>&. 7*7;nfe3fe2©**»*ftiAT'b«fcVi. 
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mz. &mtt'&mi*%L : ?mzMf8.'r2>m&. mB^mitmrnomommm t mm 

mhm mmn. e\z^ mtirz z\t\z&v mstrz z\ t s . 
z\ <d £ 3 \z ut# s nr^mn^mm t &m&mm tu.^<D^$,^ ^m&, 
mmm.MMmt&\z'%mz& os'j* \zmmm, mm&2>wz&m<D&-$mm% 

mmmmMmt^\z--z>(Dmn^mm (m* m$m. »m 
±jum)izmmihhx%^\ mmM&zm&zwtnmzmux. iwi— y-t 

mm&fr&v^o &tc. warn* m^mu m^m.^ ^ 

(09, h H n+^^n t!;i/- 3 - af^X h U >^a tiE^mVX^X 
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5 a-*f§## («, *9MHi;ud— x, #;u#^;*3\>Hi;pn-x, tHo^ 
;Hs;na— x) , if^X tRM^^X ^UT^ u;i« #— ) > 

U n Eim £ 1/ Vi. #fc t p p * -f o fcf 5F;h-;i, D-x^jfSLVi. 
15 ^x>K^»Txn;nf>Bfc)W*bVi. 

irr(cast)^;w*£-r&. £SC lilfflffiU SfeJBW. KfcBfrlkfflK «#^J> * 
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5fo^t*^T?VJS©)JJ|fS bV>. 

iv h U y * X^JWi LT^7^>i, t=^X h U £> rXfc^S, /Jn 
*fc & tffc:*-:*7t3 (psy 1 1 ium) >W & £©tt*H3i^ >/^M% L < \ZM 

I — Jk T+XhD-X> ^1 — X, — X&StfthWN 

P-X&£©*«gi ; n-r^X h U >te E ©StttSSIK ; U h U £ 

L-7X/l7^>i, L-^;V*5>lk L-tFD^7*D>JX L- 
-f y a-f S^>. L - p< e»m^L- 7 ;PT^->^:<if©^lM^^ 

2d^i2$T©7$;gi^t*mn§, 
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set, y>gt iftHft*«kt^u-i'>K5&«^*n*. briar* 
. 5ft7x*>^9tL/m mmwtf-bvvj** -ar>3mmm. ^nf^h 

' 8ft9£tt9ftj& o . i~i!)5o s»% , $p * b < o . i ~m 3 ,o a*% © 

u >mm&<Dmffl±mz*t'?2><£mmz o ~m 3 0 flmaaoissd 
•^fc2fr-rs-&#*fck*&o. 0 om%, #*b<«*n~$j5a»% 

mo. I~m5 011%, $f?£b<fcfc&l 0~&3 0ii%Ti&5. 7jc^t5[&# 
U ^-©mM£#fcMT^WS«, mo. 0 MS% , «F * b < fctifc 1 

0-^25 mm%-v&2>o &feibn<D9m^&i&T&ttM\zm 0 . 1 ~m 1 
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mmm&tt'rz>9m<Dt9L-&ms&* wmmomm, mvt. 
meoks) —A$>fzK), m#s mmmtvx, -en-?ni amo. o i~mi o 

0 Omg/kg, &Sils<tmo. 0 l~*n 0 Omg/kg, <fc D#£L< 1 
1 0 Omg/kg, tUWDO. 1—^5 Omg/kg$, 1 . 

5~$J3 Omg/kg£ 10 1 ®^ 6*111^ WT»«ift#$ns. fctS^AA MIB 

a, ia*gttie» rani, E^S8^jottsi> inn, nm&fran 

K&^KiotWiD, 4*fclB3t*n^^*J, JWfcoiibTi*, fc£*fcfig 
Pl8:#T?HtAi&«H kg#**fcDJ»0. 0 0 1-2 0 0 Omg^SKWO. 
01~5 0 0mg, $e>fC$f*L<«, 3$0. 1~1 0 Omgf§^r&£K ;m£ 

awr ibi-4 mzAftx&-$-'rz a 

0#~1 BWft, «k0£P*L<rai 1 ^FMCGn RHT^rx h^S 

^T&JjUitfmfbn&o h^r5fe«#-r^»-&, G nRH7 

\ZMV, ^nxWfCt&Wi^, IUPAC-IUB Commission on Biochemical 
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2-75. 

d-3- T?zL>mm 

0-tert-^;i/-D— feU > 
t -79-)W*F$'j3ArtzjU 
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B r -Z 
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C 1 2 -B z 1 
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2 -•Ju^z-^yitfrtt^ft )V$=.)V 
2,6-^Dn^>yJl/ 

p- h;i/x>x;i/3js-;i/ 

N-kKD4 ; y-5-y;^M>-2, 3 - 
3-tHn^>-3, 4-s?kHD-4-**y-i, 2, 



MeB z 1 
B om 
B um 
T r t 
DNP 
DCC 



N, N' -^y^n^>;i/*;i/^5H 



1 Ua-^Dl/iJ >tf"7^f ^ P # 7°tJV 

6. 7m 1 ©^STKfcBfflftUa.— yai^U>5. 8g^|»Lfc, ^tUcgiJK: 
«BiL/fc*U#L» (ttTO&?ft: 150 0 0) (51. 6 g) 
^DD^^ >^f& 1 3 8 g *Ss&n U h 5 ~ 5 =HJ— 9 #|HH*IWMb (tu 
tet:!96 0O0rpm) Ufctfc, 1 5*CfcTObfeo Ctl^f JftiM, Mb 

i^uis^iufco. i *3j?y \±--)VT)vn— )v (pva) 3. 5 

S^lf— OlHlfeic^7 0 0 0 r pmT^UbUfco £ CD W/ O /WI7 Jl, 3 > 



WO 03/015820 PCT/JP02/08130 

55 

D-v>- l — )\s^mo~v( #D#:/-te;io|c5 8 g^ftstifc. 

(D^n^i^a: > 5. Omg 

(2) 2 0 . 0 mg 

(3) ^@7jc £»2ml£T3 

5.0mg 3$£Zt'&m. 2 0 . 0 mg ^M^Mzmffitt, tK&MXT 
^M2. 0 ml iiT^o mm&ZmU mm^T\Z2 ml <DT>?Mz3mt%. T> 

###1 3 

(1) ^D^v-^ac^ 5 Omg 

(2) 3 4mg 

(3) hVrEUU&WiM 10. 6mg 

(4) b^on« (©Ott) 5mg 

(5) 7r7U>HY^v"^A 0. 4m g 

(6) *;i/#*5/^^;nr;pn— 2 0mg 

12 Omg 

flffefc«ev5±ffi (1) ~ (6) ^m^Dfmu 
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1. GnRH7^-7hiSERM (selective estrogen receptor modulator) 

-fv-^ mmm&mm, x.*mmm. ^mm, mm®, pms (premenstrual 

syndrome) > RmmnmtZlt}t*i)VzsVA- U >*ftWM07tt»iiMtJllKX. 
SE-4 2 4, SERM-3 3 3 9£7cteSPC-8 4 9 0 T&5if3jfc^ 1 BBtt 

4. Bf?LI&^^bT> GnRH7^7sh0fMtSERMiOf^ii$ 

ra, 7ji/w?-^ ma**!** -m^mmm, ^mmm, mm®, pm 

5. PfMU&l&K^bT, GnRH7^Xh0tiii:SERMi0fMt<£ 
to^btTg^t5^<!:$#|ii:t§Ad d-B a c k^„ 

6. iSJMIlfc^bT, GnRH7^-7 hOfMtSERMlOf 

7ji£. 

7. BtHid^Jt^LT, GnRH7i-XhOfM<!:SERMi©tilt$ 

mm* ft? z. t^ittsaisfc a^iio?&^ 0 

8. GnRH7d , -XhiSARM (selective androgen receptor modulator) 

9. SARMld«LGD2 2 2 6T*5^8S«©EI, 

10. HtSJMfofcfcfLT* GnRH7^-7h©f^itSARMiC5fiit 

1 1. GnRHT=f-Xhttt^;i/^>^a^i^«a*^to-a-T^SWSlji 
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i 2. &*)\,*>&i&mwm&vT-vmmm-c$>z>m&mi itm<Dmm<> 

1 3. MAB (Maximum androgen blockade) ^^!ll?a5S»^^ 1 lf2*c<E>E^« 
5 14. m%W}mizMhTs GnRHTrf-XK^W^iatUT-ifPl^m©^ 

15. ^mmizMVX. GnRHTcf-X h<Z>W?i»«t U T-if PJL^«©^ 
io fit ^^a^-&t>ia-TiS-^-r^ £ i^^ttSM A B (Maximum androgen 
blockade) Wfeo 

15 17. GnRH7J-X htS*#SI^n'»^— i?a#«t*ffl*^t>*T 

is. &&m&u=/>*±- 'Wmmm&>f'74r-y. 

S 1-7 7 4, SU-6 6 6 8, SU-101, GW-2 0 16^fcttC 

20 1-1033 T-&z>ffi7Rm 1 7 mmomm. 

25 2 0. jfii+^'SJ^bHER 2&<DmmzmCT. GnRH7^ZXh©tMi 
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22. wimmmm&Tu>Fn>wt, x?kd>si, -i/^>^u>m. -r># 

Fd>I, U iz: H n >m. ^nFo>l, Hd J*. D >^ V V 
HO>^ 3M1/Fn>^ ^'JFD>^ EB-1053^ YH529, 7V 7 

5 «^-x^yo^yu>i?a5§»^2 lfgm©^o 

2 3: m%mmzMVX, GnRH7^ h«iif WIBiOtM 

2 5. m$Lmmz*ilsT, G n RH7i-X h Cf MtMiSi©f ilt 

2 6. jfli^OpT^bHER 2fi<D^^^Jt&UT, GnRH7i-Xh0f^Ii: 
2 7. ofaifrW^bT, Gn RHT^X hOf MtMfei©f ^lit 

2 8. GnRH7d-XfW h^7-f> • >IS#*<h£im^*>-a:T 
2 9. Pi¥L»Wc2tbT, G n RHT^-X bOf^lIi:^ > • 
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3 0. Jlil*©Tffi&fcHE.R2*©*£fc;fc&T, GnRH7^-Xh©WM<!: 

3 2. X>Hiz:U>^##:T>^^fnXh^Th^'t>^>, YM-5 9 8, T 
A-02 0 1, Bosentaru SB-2 1 7 24 2, SB-2 0 9 6 7 0, 
TBC - 11251, BQ- 1 2 3, ABT-627 £fc«5£ 
10 Cyclo C-D-Asp-Asp(Rl)-Asp-D-Thg(2)-Leu-D-Trp-D 

C5£f, Asp(Rl)«T^A°^^>M/3-4-7xx;l/tf^^>?>T5 F^t3££, 
Thg(2)te2 -^X~;i/^U v>^S<£^-To 3 T^^n^^y^-K^-SVi^CD 

u ^a^-t?*^^^3 i mm<Dwn* 

34. GnRHTzfXXh/O^ 5£ 
5-oxo-Pr o-Hi s-Trp-Ser-Tyr-Y-Leu-Arg-Pro-Z 
CiW, YteDLeu, DAI a, BTrp, DSer(tBu)> D2Nal cfecktfDHis (ImBzl)#> e>M 
20 n£?A*£, Z«NH-C2H5 Sfe«Gly-NH2 ^tl-en^-TD T^^n-S^^ 
} i $.f£\Z J t<DWL*?$>Z>m3mi. 11, 17, 21, 2 4, 2 8$#:te3 Item 

3 5. Gn RHJ^X hifi* i£ 

5-oxo-P r o-H i s-Tr p-Se r-Ty r-DLeu-L eu-Ar g-P r 0-NH-C2H5 

25 ^$n^>^^Foram-eafe-5»^3 4$&m<Dmm„ 

3 6. G n RHTrf-X h &&n&mm&t£l±Mtb&frMt lT^t§f^ 

1, 11, 17, 21, 24, 2 8*fe«3 1|B«CDE^ 0 

3 7. ^AfettM^^v-r 2 a 2; ^-k;n?* 3 6 CttoESItg. 
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In each of the claimed inventions, a compound defined by a desired 
characteristic , i.e., u a GnRH agonist" is employed in combination with 
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Such being the case, the search was made on the combinations wherein 
leuprolelin, which was employed mainly in the working examples in the 
description of the present case, was employed as the former "GnRH agonist" 
while one of the individual compounds (raloxifene, etc.), which were 
specifically cited in claims and employed mainly in the working examples 
in the description of the present case, was employed as the latter compound 
serving as the active ingredient of the drug. 
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Asstatedin, forexample, OS4472382A, WO 86/01105 Al and WO 97/278 63 
Al among the documents presented in the column C of this international 
search report which have been clarified after examining the prior art, 
it is not novel to enhance the preventive and therapeutic effects on 
diseases by combining a GnRH agonist with SERM/SARM, etc. Accordingly, 
there is a high possibility that the inventions as set forth in claims 
1, 8, 11, 17, 21, 24, 28 and 31, wherein it cannot be immediately recognized 
that the compounds to be combined with a GnRH agonist are not common, 
cannot be regarded as having a single general inventive concept in common. 
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